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541956P 




P 20040206 



AB The present invention describes a combination of topically inhaled 

medicinal formulations comprising an anticholinergic component and a 
glucocorticosteroid component and its use in the symptomatic and 
prophylactic treatment of diseases of the respiratory tract, especially with an 
obstructive component or underlying inflammation like asthma and 
chronic obstructive pulmonary disease (COPD) . It further comprises the 
presentation of this combination in a locally applied (inhaled) 
formulation and application in an inhalation device for instance in the 
Novolizer . 
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AB 
The 



A method of producing a composition containing a soft steroid is disclosed. 



composition is suitable for administration via a dry powder inhalant. A blend 
consisted of 4.7 etiprednol dicloacetate and 95.3%by weight a-lactose 
monohydrate was prepared by mixing sieved particles. 
REFERENCE COUNT: 6 THERE ARE 6 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



CAPLUS 



2004:468794 
141:100057 

Possibilities in improvement of glucocorticoid 
treatments in asthma with special reference 
to loteprednol etabonate 

Szelenyi, I.; Hermann, R.; Petzold, U.; Pahl, A,; 
Hochhaus, G. 

Institute for Experimental and Clinical Pharmacology 
and Toxicology, Friedrich-Alexander-University of 
Erlangen, Germany 
Pharmazie (2004), 59{5), 409-411 
CODEN: PHARAT; ISSN: 0031-7144 
Govi-Verlag Pharmazeutischer Verlag GmbH 
Journal 
English 

Allergic conditions contribute significantly to the burden of chronic 
disease in the industrialized world. The increasing prevalence has lead 
research into the discovery and development of various new therapeutic 
strategies. Despite considerable efforts of the pharmaceutical industry, 
the leukotriene antagonists were the only new class of asthma 
treatments to be licensed in the past 30 yr. Topical glucocorticoids 



AUTHOR (S) : 



CORPORATE SOURCE: 



SOURCE : 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
AB 



(GCs) are the most potent and effective therapy for treating allergic 
diseases. However, their use is limited by diverse undesired effects. 
Changes in pharmacokinetic parameters of GCs may be an interesting and 
promising approach to improve efficacy and safety of inhaled GCs. 
Loteprednol etabonate has been developed on the basis of the 
retrometabolic drug design. In animal studies, it has been demonstrated 
to have long-lasting anti-allergic (anti-asthmatic) effects without 
influencing the hypothalamic-pituitary axis (HPA) . This soft steroid is 
now in phase III of the clin. development. Recently, loteprednol has been 
proven to be effective in the management of allergic rhinitis (400 ng 
once daily) . No suppression of HPA was observed at clin. effective and 
higher doses. In conclusion, loteprednol as the first representative of 
soft steroids elicits marked anti-inflammatory effects, but has no impact 
on endocrine responses. It may represent a promising new therapy in the 
treatment of allergic rhinitis and asthma. 
REFERENCE COUNT: 13 THERE ARE 13 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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PCT Int. Appl., 26 pp. 
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PRIORITY APPLN. INFO.: DE 2002-10236688 A 20020809 

WO 2003-EP8607 W 20030804 

AB The invention relates to a novel combination of a glucocorticoid, especially 
loteprednol, and at least one phosphodiesterase-4 inhibitor 
(PDE-4-inhibitor ) , especially hydroxyindole-derivative 

N- (3, 5-dichloropyridine-4-yl) - 

2- [1- (4-f luorbenzyl) -5-hydroxyindole-3-yl] -2-oxoacetamide, for a 
simultaneous, sequential or sep. administration in the treatment of 
respiratory diseases, allergic diseases, asthma and chronic 
obstructive pulmonary diseases (COPD) . Formulation of glucocorticoids and 
PDE-4-inhibitors can be prepared sep. and applied at the same time or at 
different times during the day; also combinations can be formulated. 

REFERENCE COUNT: 10 THERE ARE 10 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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OTHER SOURCE(S): MARPAT 137:346196 

AB This patent relates to a composition comprising a carrier, oligonucleotides 
(oligos) that are antisense to adenosine receptors, and contain low amts. 
of or no adenosine (A), plus bronchodilating agents. All antisense 
oligonucleotides designed in accordance with the invention were highly 
effective at countering or reducing effects mediated by the receptors to 
which they are targeted. Two antisense phosphorothioated oligos targeting 
human adenosine Al receptor mRNA, one targeting adenosine A2b receptor, 
and two targeting an A3 receptor are capable of countering the effect of 
exogenously administered adenosine which is mediated by the specific 
receptor they are targeted to. The activity of the antisense oligos are 
specific to the target and substitutively fail to inhibit another target. 
An oligonucleotide wherein the phosphodiester bonds are substituted with 
phosphorothioate bonds evidenced an unexpected superiority over the 
phosphodiester antisense oligo. In addition, they result in extremely low or 
non-existent deleterious side effects or toxicity. This represents 100% 
success in providing agents that are highly effective and specific in the 
treatment of bronchoconstriction and/or inflammation. Treatment with 
antisense oligonucleotides in combination with anti-inflammatory steroid 
and/or ubiquinones is also provided. These agents and the composition and 
formulations provided are suitable for the treatment of respiratory tract, 
pulmonary and malignant diseases associated with bronchoconstriction, 
respiratory tract inflammation and allergies, impaired airways, including 
lung disease and diseases whose secondary effects afflict the lungs of a 
subject, such as allergies, asthma, impeded respiration, 

allergic rhinitis, pain, cystic fibrosis, pulmonary fibrosis, RDA, COPD, 
and cancers, among others. The present agents and composition may be 
administered preventatively, prophylactically or therapeutically in 
conjunction with other therapies, or may be utilized as a substitute for 
therapies that have significant, neg. side effects. The method of the 
present invention is also practiced with antisense oligonucleotides 
targeted to many genes, mRNAs and their corresponding proteins in 
essential the same manner. 



L5 ANSWER 6 OF 
ACCESSION NUMBER 
DOCUMENT NUMBER: 
TITLE: 



CAPLUS COPYRIGHT 2006 ACS on STN 
2002 : 385539 CAPLUS 
137:346268 

Design and development of a soft corticosteroid, 
loteprednol etabonate 
Bodor, Nicholas; Buchwald, Peter 
University of Florida, Gainesville, FL, USA 
Lung Biology in Health and Disease (2002), 163 (Inhaled 
Steroids in Asthma) , 541-564 
CODEN: LBHDD7; ISSN: 0362-3181 
Marcel Dekker, Inc . 
Journal; General Review 
English 

A review. Topical application of active corticosteroids that undergo 
nonoxidative, extrahepatic metabolism can provide improved, safer treatments 
of allergic diseases by minimizing the risk of systemic absorption and, 
therefore, the occurrence of side effects. Loteprednol etabonate, a soft 
corticosteroid that contains 17a-carbonate and 17p ester side 
chains and that was designed by using an inactive metabolite-based 
approach, lacks serious side effects and already received FDA approval for 
use in all inflammatory and allergy-related ophthalmic disorders. Since 
exptl. evidence indicates that it also produces strong and long-lasting 
antiinflammatory effect after intranasal or intrapulmonary administration, 
currently it is being developed for the treatment of allergic conditions, 
such as rhinitis and asthma. 
REFERENCE COUNT: 89 THERE ARE 89 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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CORPORATE SOURCE 
SOURCE : 
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DOCUMENT NUMBER: 133:261550 

TITLE: Loteprednol etabonate : a soft steroid for the 

treatment of allergic diseases of the airways 

AUTHOR (S) : Szelenyi, Istvan; Hochhaus, Gunther; Heer, Sabine; 

Kusters, Sabine; Marx, Degenhard; Poppe, Hildegard; 
Engel, Jurgen 

CORPORATE SOURCE: Pulmonary Pharmacology, Corporate Research & 

Development, ASTA Medica, Frankfurt and Dresden, 
Germany 

SOURCE: Drugs of Today (2000), 36(5), 313-320 

CODEN: MDACAP; ISSN: 0025-7656 
PUBLISHER: Prous Science 

DOCUMENT TYPE: Journal; General Review 

LANGUAGE: English 

AB A review with 58 refs. There are several approaches for developing new 

antiallergic/antiasthmatic agents. One of them is the improvement of an 
existing class of effective drug classes. Due to some undesired effects 

of intranasal or inhaled corticosteroids, there is a need for better 
tolerated corticosteroids. Loteprednol etabonate belongs to the so-called 
class of soft steroids because it is metabolized by a 1-step reaction 
(hydrolysis) without using the cytochrome P 450 monooxygenase system. In 
in vitro investigations in human cells, loteprednol inhibited the release 
of proinflammatory cytokines (e.g., TNF-a, GM-CSF, IL-4, IL-5) to an 
extent according to its relative binding potency to the glucocorticoid 
receptor. In in vivo animal studies, loteprednol effectively inhibited 
allergically induced vascular leakage in the nasal cavity of actively 
sensitized Brown Norway rats and rhinorrhea in actively sensitized 
domestic pigs following nasal challenge. In several models of allergic 
asthma, loteprednol was able to suppress the allergically induced 
late-phase eosinophilia in mice, rats and guinea pigs. After 
intrapulmonary administration of loteprednol, only a slight, 
nonsignificant reduction in thymus weight was observed in a dose range far 
less than 

the therapeutically relevant doses. Its therapeutic ratio is clearly 
superior to those of beclomethasone and budesonide. Loteprednol is a safe 
steroid with an extremely wide range between therapeutic and 
side-effect-inducing doses. Its elimination profile, its pronounced 
binding to plasma protein and erythrocytes and its low oral 
bioavailability makes this drug highly suitable for nasal or pulmonary 
use . 

REFERENCE COUNT: 58 THERE ARE 58 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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MEDLINE on STN 
2003330589 MEDLINE 
PubMed ID: 12861354 

Loteprednol etabonate: a soft steroid 

for the treatment of allergic diseases of the airways. 
Szelenyi I; Hochhaus G; Heer S; Kusters S; Marx D; Poppe H; 
Engel J 

Pulmonary Pharmacology, Corporate Research & Development, 
ASTA Medica, Frankfurt and Dresden, Germany. 
Drugs of today (Barcelona, Spain : 1998), (2000 
May) Vol. 36, No. 5, pp. 313-20. 
Journal code: 101160518. ISSN: 1699-3993. 
Spain 

Journal; Article; (JOURNAL ARTICLE) 
English 

NONMEDLINE; PUBMED-NOT-MEDLINE 
200310 

Entered STN: 16 Jul 2003 
Last Updated on STN: 25 Oct 2003 
Entered Medline: 24 Oct 2003 
There are several approaches for developing new antiallergic/antiasthmatic 
agents. One of them is the improvement of an existing class of effective 
drug classes. Due to some undesired effects of intranasal or inhaled 
corticosteroids, there is a need for better tolerated corticosteroids. 
Loteprednol etabonate belongs to the so-called class of 
soft steroids because it is metabolized by a one-step reaction 
(hydrolysis) without using the cytochrome P450 monooxygenase system. In 
in vitro investigations using human cells, loteprednol inhibited 
the release of proinflammatory cytokines (e.g., TNF-alpha, GM-CSF, IL-4, 
IL-5) according to its relative binding potency to the glucocorticoid 
receptor. In in vivo animal studies, loteprednol effectively 
inhibited allergically induced vascular leakage in the nasal cavity of 
actively sensitized Brown Norway rats and rhinorrhea in actively 
sensitized domestic pigs following nasal challenge. In several models of 
allergic asthma, it was clearly demonstrated that 
loteprednol was able to suppress the allergically induced late 
phase eosinophilia in mice, rats and guinea pigs. After intrapulmonary 
administration of loteprednol, only a slight, statistically 
nonsignificant reduction in thymus weight was observed in a dose range far 



less than the therapeutically relevant doses. Its therapeutic ratio is 
clearly superior to those of beclomethasone and budesonide. 
Loteprednol is a safe steroid with an extremely wide range between 
therapeutic and side effect inducing doses. Its elimination profile, its 
pronounced binding to plasma protein and erythrocytes and the low oral 
bioavailability makes this drug highly suitable for nasal or pulmonary 
use . 
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Therapeutic potential of phosphodiesterase 4 inhibitors in 
allergic diseases. 
Crocker I.C.; Townley R.G. 

Dr. R.G. Townley, Dept. of Medicine/Allergy Division, 
Creighton University, 2500 California Plaza, Omaha, NE 
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Journal; General Review 

026 Immunology, Serology and Transplantation 
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English 
English 

Entered STN: 27 Sep 1999 
Last Updated on STN: 27 Sep 1999 
Cyclic adenosine monophosphate (cAMP) is thought to be associated with 
inflammatory cell activity: high levels tend to decrease proliferation and 
cytokine secretion, whereas low concentrations have the opposite effect 
(1) . Since many phosphodiesterases (PDEs) degrade cAMP, inhibitors of 
this enzyme decrease inflammatory cell activity. Theophylline, which has 
nonselective PDE inhibitor activity in addition to its other mechanisms of 
action, has been used in the treatment of asthma for many years. 
Unfortunately, because of the important role of PDEs in the cell, 
nonspecific inhibition of these enzymes causes many undesirable side 
effects. The discovery of PDE isoenzyme families (PDEl-PDElO) , their 
subtypes (HPDE4 and LPDE4) and their differential distribution among the 
cell types, as well as their specific functions in controlling cell 
processes, has led to the development of new, specific PDE4 inhibitors. 
This review details the rationale for the use of PDE4 inhibitors in the 
treatment of allergic disease. In addition, the effects of PDE4 
inhibitors in vitro, in preclinical animal models and in the clinic are 
covered. Finally, up-to-date information on the most recently developed 
inhibitors, such as SB-207499, CDP-840, AWD-12-281 and D-4418, is 
provided. 
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Allergies: New treatment options and studies. 
Evans Y. 
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English 
English 

Entered STN: 8 Jul 1999 
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For years, antihistamines, decongestants, and corticosteroids have been 
the mainstay in treating allergic disorders. Today, the pharmacotherapy 
options are expanding, and more clinical trials are being conducted to 
determine the best treatments for the various allergic disorders. When 
chronic diseases, such as allergic disorders, affect one in five North 
/Americans, it is important that pharmacists stay abreast of the treatment 
options that are available and under investigation. 
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